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Certain defects in the international application 
Certain observations on the international application 
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Box No. n 


lEl 


Box No. Ill 
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Box No. IV 


lEl 


Box No. V 
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Box No. VI 
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Box No. VII 
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Box No. VIII 



3. 



Basis of the opinion 
Priority 

Non-estabIishn«nt of opinion with regard to novelty, inventive step and industrial appUcabUity 
Lack of unity of invention 

Reasoned statement under Rule 43W5.1(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



FURTHER ACTION ^ ^ ^„ th^ 

„ a demand for ^eli...«^ e.^^^^^ 

\^t:ll'^f^^TZZZ^'I^T^s Srir^nal B^rUu under Rule 66.1.,Xb) that wrUten opinions of 
this International Searching Authority Will not be SO considered. u .i^.iPFAa 

^flsS or befor; the expir^ion of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

For fiarther details, see notes to Form PCT/ISA/220. 
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language 



Box No I Basis of this opinion \ ^ 

X WUH ...a .o ,Ke Ungua.. .Hs opinion has bcc. cs.abUsK«. o„ tHe .as. of tKe appUcUon in ..e ian.ua.e in w.cH it .as 

filed, unless otherwise indicated under this item. 

□ ™sopiaiontesbeenesUblishcdon.hcbasisofa.ra„sla.ionfrom.heoriginallansuagcin.othefo^^^^^^ 

"-^ ^ ' . which is the language of a translation furnished for the purposes of in.ernat.onal search (under 

Rule 12.3 and 23. 1(b)). 

. With re^ to an, nucleotide and/or a.ino acid secuence disclosed in the intemaUonal application and necessar, to the claimed 
invention this opinion has been established on the basis of: 

a. type of material 
I I a sequence listing 
^ [ table(s) related to the sequence listing 

b. format of material 
I I in written format 
j [ in computer readable form 

c. time of filing/furnishing 
[ I contained in the international application as filed. 

Q filed together with the international application in compute readable form- 
Q furniied subsequently to this Authority for the purposes of search. 

filed t doS not'go beyond the application as filed, as appropriate. w«e furnished. 



□ 



In addition, 



4, Additional comments: 
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Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be industrially 
applicable have not been examined in respect of: 

□ the entire international application 

claims Nos. 8 — _ 




because: 

□ the said international application, or the said claims Nos. 



relate to the following subject matter which does not require an international preliminary examination {specify): 



I I the description, claims or drawings (ittdicate paitictilar elements below) or said claims Nos. 
arc so unclear that no meaningful opinion could be formed {specify)'. 



□ 




the claims, or said claims Nos. ^ 

by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. _8_ 



are so inadequately supported 



j 1 the nucleotide and/or amino acid sequence listing does not comply with the standard provided for in Anne.x C of the Administrative 



Instructions in that: 
the written form 



the computer readable form 



I I has not been furnished 

I I does not comply with the standard 

I I has not been furnished 

I I does not comply with the standard 



I 1 the tables related to the nucleotide and/or amino acid sequence listing, if in con^uta: readable form only, do not comply with the 
technical requirements provided for in Annex C-bis of the Administrative Instructions. 



requirements provided 
I I See Supplemental Box for further details 
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Box No. V 



1. Statement 



Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Novelty (N) 



Inventive step (IS ) 



Claims 
Claims 

Claims 
Claims 



1-7 



1-7 



Industrial applicability (lA) Claims 1 ~7 

Claims "~ 



2. Citations and explanations: 



Reference is made to the following documents 



YES 
NO 

YES 
NO 

YES 
NO 



Dl: SPIKMANS VALERIE ET AL : ^"On-line on-chip 

post-column der ivatisation reactions for pre- 
ionisation of analytes and cluster analysis 
in gradient microliquid 
chromatography/electrospray mass 
spectrometry." RAPID COMMUNICATIONS IN MASS 
SPECTROMETRY: ROM. 2002, vol. 16, no. 14, 

2002, pages 1377-1388, XP009049801 ISSN: 
0951-4198 

D2: WO 96/40398 A (BIOSEPRA INC) 19 December 1996 
(1996-12-19) 

D3: KLING KERSTIN ET AL : "Visualization of micro- 
and macromixing in liquid mixtures of 
reacting components"- PROC . ASME/JSME JOINT 
FLUIDS ENG. CONF . ; PROCEEDINGS OF THE 
ASME/JSME JOINT FLUIDS ENGINEERING CONFERENCE 

2003, vol, 2 C, 2003, pages 2329-2335, 
XP009049802 

D4: BRINKLEY M: "A BRIEF SURVEY OF METHODS FOR 
• PREPARING PROTEIN CONJUGATES WITH DYES, 



HAPTENS, AND CROSS-LINKING REAGENTS 



rr 
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Reasoned statement under Rule 43bis.l(a)(i) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

BIOCONJUGATE CHEMISTRY, AMERICAN CHEMICAL 
SOCIETY, WASHINGTON, US, .vol. 3, no. 1, 
January 1992 (1992-01), pages 2-13, 
XP000261480 ISSN: 1043-1802 
D5: HAUGLAND R P: ^^COUPLING OF MONOCLONAL 

ANTIBODIES WITH FLUOROPHORES" METHODS IN 
MOLECULAR BIOLOGY, HUMANA PRESS INC., 
CLIFTON, NJ, US, vol. 45, 1995, pages 205 



221, XP009020645 



1 . Clarity (PCT Article 6) 



The phrases 



in claim 1 ar 
reader uncert 



jbiomolecules'' and '^marker compound" 
e vague and unclear and leave the 
ain as to the meaning of the 
technical features in question. As a result, the 
subject matter of said claim is not clearly 
defined (PCT Article 6) • 



2 . Novelty (PCT Article 33(1) and 33(2)) 

The present application does also not meet the 
requirements of PCT Article 33(1) because the 
subject matter of claims 1-7 is not novel under 
PCT Article 33(2). 



2.1 Document Dl discloses (the references between 

parentheses relate to this document) a method for 
labeling biomolecules carrying free reactive 
groups (aldehydes and amines may be regarded as 
such, see also figure 1) by a marker compound 
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Box No. V 



2.2 



Reasoned statement under Rule 43bis.I(a)a) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

reacting therewith with formation of a covalent 
bond (see figures 4 and 5, TMPP+ is regarded here 
to be the ^'marker compound") , characterized in 
that solutions of both compounds are delivered in 
defined mass flows to a micromixer, preferably a 
static micromixer, the reaction mixture, where 
appropriate, is subsequently fed into a dwell 
structure and remains there for a time 
predetermined by the volume of said dwell 
structure and the flow rate of the reaction 
mixture, and the reaction is stopped after a time 
preset by the reaction conditions (see page 1378, 
left column, last paragraph - page 1378, right 
column, second paragraph, page 137 9, and page 
1381, right column -1382, left column, second 
paragraph) . With regard to D2, dependent claims 2, 
4-7 do not appear to contain any additional : 
features which, in combination with the features 
of any claim to which claims 2, 4-7 refer back, 
meet the EPC requirements for novelty and 
inventive, step. Claim 3 is novel with regard to 
Dl. 

Document D2 likewise discloses a method according 
to claim 1. D2 discloses on-line detection of a 
biomolecule (protein, nucleic acid, etc., see 
claim 9, for example) by reaction with a 
fluorescent dye (page 14, line 29 - page 14, line 
7), with use of a micromixer (see figure 1: 
systems 13, 33 and 31, and pages 13 and 14) and 
formation of a covalent bond (page 15, lines 20- 
25) . With regard to D2, dependent claims 2-7 do 
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Reasoned statement under Rule 43Ms.l(a)a) with reg ard to novelty, inventive step or i ndustHal apptlcat^aU yT 
citations and explanations supporting such statement — 

not appear to contain any additional features 
which, in conibination with the features of any 
claim to which claims 2-7 refer back, meet the EPC 
requirements for novelty and inventive step. 

Document D3 discloses visualization of -reactions 
• in liquid mixtures which are mixed by a 
micromixer. Here, 2 markers are added, one of 
which undergoes a chemical reaction, while the 
second one is inert. The reacting marker is a 
starch iodine complex which is decolorized by 
sodium thiosulfate in the course of reaction 
visualization. Thus, the reacting marker does not 
form a covalent bond with the biomolecule, starch. 
D3 is therefore not. prejudicial to the novelty of 
claim 1 . 

Documents D4 and D5 disclose the reactions carried 
out in the examples. Said reactions are not 
carried out using a micromixer, however. They are 
therefore not prejudicial to the novelty of 
present claims 1-7. The examples demonstrated the 

advantages of the claimed method (degree of . 

labeling) over the "traditional" labeling methods 

in D4 and D5. 



.tr 



HJ, 4", - 
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In case the space in any of the preceding boxes is not sufficient. 
Continuation of: 

Box III 



International application No. 

PCT/EP2004/012172 



Claim 8 relates to an inordinately . large number of 
possible devices. The subject matter of claim 8 does not 
contain any technical equipment features which would 
characterize the claimed device more precisely. The 
device according to claim 8 therefore appears unclear and 
too broadly worded (PCT Article 6) to the extent that it 
is impossible to conduct a. meaningful search. Any 
micromixer essentially is within the scope of protection 
of claim 1 . 

Consequently, no eLert opinion has been established for 



claim 8 in respect 



of novelty, inventive step and 



industrial applicability (PCT Rule 66.1(e)). 
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